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Amendments to the Claims: 

This listing of claims will replace all prior versions and listings of claims in the application: 
Listing of Claims: 

1. (currently amended) A method for treating chronic pain, said method comprising 
administering to a subject in need of such treatment a composition comprising a MEK inhibitor 
selected from a compound of formula (I): 
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X 1 is O, orSv-efMV; 

X 2 is KLOH, SH, or NHR E ; 

earn of Re ami Hp-is H or C ^ alkyl; 

each of R t and R 2 is independently selected from H, F, N0 2> Br and CI; 
R 1 can also be S0 2 NR G R Hl or R 1 and R 2 together with the benzene ring to which they are 
attached constitute an indole, isoindole, benzofuran, benzothiophene, indazole, benzimidazole, or 
benzthioazole; 

R 3 is H or F; 

each of R G , Rh, and R 4 is independently selected from H, C! and CH 3 ; 

R 5 i s H or C ± 4 al ky l ; and 

wherein each hydrocarbon radical above is optionally substituted with between 1 and 3 
substituents independently selected from halo, hydroxyl, amino, (amino)sulfonyl, and N0 2 ; and 

wherein each heterocyclic radical above is optionally substituted with between 1 and 3 
substituents independently selected from halo, C 3 -4 alkyl, C 3_ 6 cycloalkyl, C 3.4 alkenyl, C 3.4 
alkynyl, phenyl, hydroxyl, amino, (amino)sulfonyl, and N0 2 , wherein each substituent alkyl, 
cycloalkyl, alkenyl, alkynyl or phenyl is in turn optionally substituted with between 1 and 2 
substituents independently selected from halo, C V2 alkyl, hydroxyl, amino, and N0 2 ; 

or a pharmaceutical^ acceptable salt or C ^ ester thereof. 

2. (original) The method of claim 1, wherein said chronic pain is selected from neuropathic 
pain, idiopathic pain, and pain associated with chronic alcoholism, vitamin deficiency, uremia, or 
hypothyroidism. 

3. (original) The method of claim 2, wherein said chronic pain is a type of neuropathic pain. 

4. (original) The method of claim 3 : wherein said neuropathic pain is associated with one of 
the following: inflammation, postoperative pain, phantom limb pain, burn pain, gout, trigeminal 
neuralgia, acute herpetic and postherpetic pain, causalgia, diabetic neuropathy, plexus avulsion, 
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neuroma, vasculitis, viral infection, crush injury, constriction injury, tissue injury, !imb amputation, 
post-operative pain, arthritis pain, and any other nerve injury between the peripheral nervous 
system and the central nervous system, inclusively. 

5. (original) The method of claim 2, wherein said chronic pain is associated with chronic 
alcoholism, vitamin deficiency, uremia, or hypothyroidism. 

6. (original) The method of claim 2, wherein said chronic pain is associated with idiopathic 
pain. 

7. (original) The method of claim 1, wherein said chronic pain is associated with 
inflammation. 

8. (original) The method of claim 1, wherein said chronic pain is associated with arthritis. 

9. (original) The method of claim 1, wherein said chronic pain is associated with post- 
operative pain. 



10. (original) The method of claim 1 , wherein R, is bromo or chloro. 

1 1 . (original) A method of claim 1 , wherein R 2 is fluoro. 

12. (original) A method of claim 1, wherein R 3 is H. 

13. (original) A method of claim 12, wherein each of R 2 and R 3 is H. 

14. (original) A method of claim 1 , wherein each of R 2 and R 3 is fluoro. 

15. (original) A method of claim 14, wherein R n is bromo. 

16. (original) A method of claim 14, wherein R, is fluoro. 

17. (original) A method of claim 1, wherein R? is nitro. 

18. (original) A method of claim 16, wherein R 3 is H. 
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19. (original) A method of claim 1, wherein R 4 is chloro. 
20 (original) A method of c'aim 1, wherein R 4 is methyl. 
21-24. (canceled) 

25. (original) A method of claim 1 , wherein X 2 is OH, SH, or NH 2 . 

26. (original) A method of claim 1 , wherein X 2 is NHCH 3 or OH. 

27. (original) A method of claim 1, wherein said MEK inhibitor has a structure selected from: 
[5-fluoro-2-(1H-tetrazol-5-yl)-phenyl]-(4-iodo-2-methyl-phenyl)-amine; [2,3-difluoro-6-(1H-tetrazol- 
5-yl)-phenyIH4-iodo-2-methyI-phenyl)- amine; (4-iodo-2-methyI-phenyl)-[2,3,4-trifluoro-6-(1H- 
tetrazol-5-yl)-phenyl]-amine; [4-bromo-2,3-difIuoro-6-(1H-tetrazol-5-yl)-phenylH4-iodo-2-methyl- 
phenyl)-amine; [5-fluoro-4-nitro-2-(1H-tetrazol-5-yl)-phenylH4-iodo-2-methyl-phenyl)-amine; [2- 
(4,4-dimethyl-4,5-dihydro-oxazoI-2-yl)-5-fluoro-phenylH4-iodo-2-methyl-phenyl)-a^ [6-(4,4- 
dimethyl-4 ) 5-dihydro-oxazol-2-yl)-2 J 3-difluoro-phenyl]-(4-iodo-2-methyl-phenyl)«amine; [6-(4,4- 
dimethyK5-dihydro-oxazol-2-y1)-2,3^ [4- 
bromo-6-(4,4<IimethyM,5Hjihydro<>xazo^^^ 

amine; [2-(4 f 4-dimethyl-4,5-dihydro-oxazol-2-yl)-5-fluoro^-nitro-phenyl]-(4-iodo-2-methyl-phe 
amine; S-^-fluoro^^-iodo^-methyl-phenylaminoJ-phenyll-tl.S.^thiadiazol^-ol; 5-[3,4-difluoro- 
2-(4-iodo-2-methyl-phenylamino)-phenyl]-[1,3 I 4]thiadiazol-2-ol; 5-[3 t 4,5-trifluoro-2-(4-iodo-2- 
methyl-phenylamino)-phenylH1,3,4]thiadiazol-2-ol; 5-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-[1,3,4]thiadiazol-2-ol; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-5-nitro- 
phenyl]-[1,3 t 4]thiadiazol-2-ol; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 
[1,3,4]oxadiazol-2-ol; 5-[3 t 4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-[1,3,4]oxadiazol-2- 
ol; S-IS^.S-trifluoro^^-iodo^-methyl-phenylaminoJ-phenylHI.S^JoxadiazoW-ol; 5-[5-bromo- 
3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenylH1,3,4]oxadiazol-2-ol; 5-[4-fluoro-2-(4-iodo- 
2-methyl-phenylamino)-5-nitro-phenyl]-[1,3,4]oxadiazol-2-ol; 5-[4-fluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-4H-[1,2,4]triazol-3-ol; 5-[3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)- 
phenyl]-4H-[1,2,4]triazol-3-ol; 5-[3,4.5-trifluoro-2-(4-iodo-2-methyI-pheny!amino)-ph8nyl]-4H- 
[1,2.4]triazol-3-oi; 5-[5-bromo-3,4-difIuoro-2-(4-iodo-2"methyl-phenylamino)-phenyl]-4H- 
[1 ,2,4]triazol-3-ol; and 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-5-nitro-phenyl]-4H- 
[1,2,4]tri3zoi-3-oi. 

28. (original) A method of claim 1, wherein said MEK inhibitor has a structure selected from: 
S-^-fiuoro^^-iodo^-methyi-phenylaminoJ-phenyll-II.S^jthiadiazol^-ylamine; 5-[3,4-Difluoro-2- 
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(4-iodo-2-methyI-phenylamino)-phenyIHl,3 t 4]thiadiazo!-2»ylamine; 5-[3,4,5-Trifiuoro-2-(4-iodo~2- 
methyl-pheny!amino)-phenyIH^3,4]thiadiazo!--2-ylamine; 5-[5-bromo-3,4-difIuoro-2-(4-iodo-2- 
methyI-phenylamino)-phenyI]-[l,3,4]thiadiazoI-2"yIamine; 5~[4~fiuoro-2-(4-todo-2-methyl- 
phenyiamino)-5-nitro-ph 5~r4-F:uoro~2-(4-:cdc-2-methy!- 
phenyIam:no)-phcnylH1,3,4]oxadiazoI-2~y!3mine; S-IS^-difiuoro^^iodo^-methyl- 
pheny!amino)-phenylH1,3 t 4]oxadiazo!-2-yIamine; 5-[3 t 4 t 5-trifiUoro-2-(4-iodo-2--methyl- 
pheny!amino)-phenyl]-[1 t 3 t 4]oxadiazol~2-yIamine; 5-[5-bromo-3,4-difIuoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-[1,3,4]oxadiazol-2-yIamine; 5-[4-fluoro-2-(4-iodo-2-methyl-phenyiamino)-5- 
nitro-phenylH1,3,4]oxadiazol-2-yIamine; 5-[4-fluoro-2-(4-iodo~2~methyl-phenyIamino)-phenyl]-4H- 
[1,2,4]triazol-3-ylamine; 5-[3 t 4-difluoro-2-{4-iodo-2-methyI-phenylamino)-phenylHH-[1 l 2 l 4]triazol- 
3-ylamine; 5-[3A5-trifIuoro-2-(4-iodo-2-methyl-ph 

5-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl-phe 5- 
[4-fluoro-2-(4-iodo-2-methyl-phenylamino)~5^ 5-[4-fluoro- 

2- (4-iodo-2-methyl-phenylamino)-phenyl]-[1,3,4]thiadiazole-2-thiol; 5-[3,4-difIuoro-2-(4-iodo-2- 
methyl-phenylamino)-phenyl]-[1,3,4]thiadiazole-2-thiol; S-lS^.S-trifluoro^^-iodo^-methyl- 
phenylamino)-phenyl]-[1,3,4]thiadiazoIe-2-thiol; 5-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-[1,3,4]thiadiazoIe-2-thiol; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-5- 
nitro-phenyl]-[1,3,4]thiadiazoIe-2 -thiol; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 

[1 ,3,4]oxadiazo!e-2 -thiol; 5-[3,4-difiuoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 
[1,3,4]oxadiazole-2 -thiol; 5-[3,4,5-trifluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 
[1,3,4]oxadiazole-2-thiol; 5-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 
[1,3,4]oxadiazo!e-2-thiol; 5-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-5-nitro-phenyl]- 
[1,3,4]oxadiazole-2 -thiol; S^-fluoro^^-iodo^-methyl-phenylaminoJ-phenyll^H-Il^^ltriazoie- 

3- thiol; 5-[3,4-difiuoro-2-(4-iodo-2-methyl-phenylam 5-[3,4,5- 
trifluoro-2-(4-iodo-2-methyl-phenylamino)-pheny^ 5-t5-bromo-3,4- 
difluoro^^-iodo^-methyl-phenylaminoJ-phenylHH-tl^^Jtriazole-S-thiol; and 5-[4-fluoro-2-(4- 
iodo-2-methyl-phenylamino)-5-nitro-phenylHH-[1,2,4]triazole-3-thiol. 

29. (original) A method of claim 1 , wherein said MEK inhibitor has a structure selected from: 
5-[4-fluoro-2-(4-iodo-2-methy!-phenylamino)-phenyl]-isothiazol-3-ol; 5-[3,4-difluoro-2-(4-iodo-2- 
methy!-phenylamino)-pheny!]-isothiazol-3-oi; 5-[3,4,5-trifiuoro-2-(4-iodo-2-methyi-phenyiamino)- 
phenyl]-isothiazol-3-ol; 5-[5-bromo-3,4-dif!uoro-2-(4-iodo-2-methyl-phenyIamino)-phenyl]- 
isothiazol-3-oI; 5-[4-fluoro-2-(4-iodo-2-methyI-phenylamino)-5-nitro-phenyl]-isothiazo!-3-oI; 5-[4- 
fluoro-2-(4-iodo-2-methyI-phsnyiamino)-ph8nyI]-isoxa2o!-3-o!; 5-I3 t 4-d:fiuoro-2-(4-iodo-2-msthy!- 
phenylamino)-phenyl]-isoxazo!-3-oi; 5-[3 I 4 I 5-trifIuoro-2-(4-ioda-2-methyI-phenyIamino)-phenyl]- 
isoxazo!-3-o!; S-IS-bromo-S^-difiuoro^^-iodo^-methyl-phenylaminoJ-phenyll-isoxazol-S-oI; 5- 
[4-fluoro-2-(4-iodo-2-methy!-pheny!amino)-5-nitro-phenyl]-isoxazol-3-o!; 5-[4-f!uoro-2-(4-iodo-2- 
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methyl-phenyIamino)~phenyl]-1H-pyrazol-3-o!; 5~[3Adifiuoro~2~(4-iodo-2-methyI-phenyIamino)~ 
pheny!]-1H-pyrazo!-3-oi; 5-[3A5-trifIuoro-2-(4-iodo-2-methyi-phenylam^ 
ol; 5-[5-bromo-3^difiuo:o-2-(4-iodo-2-methyl^ 5-[4-fiuoro- 
2-(4-';ado-2-methy!~pheny^ 4-[4-fluoro-2-(4-iodo-2-T.ethyI- 
phenyiamino)-phenyi]-lsothiazol-3-ol; 4-[3 ; 4-difIuoro-2"(4-iodo-2-methyi-phenylamino)-pheny;]- 
isothiazc!-3-o!; 4-[3A5-trifluoro-2-(4-iodo-2-methyl^ 4-[5~ 
bromO"3,4"difluoro-2-(4-iodo-2-methyl-phenyIamino)-phenyl]-isothiazol-3~ol; 4-[4-fIuoro-2-(4-iodo- 
2-methyI-phenyIamino)-5-nitro-phenyl]-isothiazoI-3-ol; 4-[4-fluoro-2-(4-iodo-2-methyl- 
phenyIamino)-phenyl]-isoxazoI-3-ol; 4-[3,4-difluoro-2-(4-iodo-2-methyl-pheny!amino)-phenyl]- 
isoxazol-3-ol; 4-[3,4,5-trifIuoro-2-(4-iodo-2-methyl-phenyIamino)-phenyi]-isoxazoI-3-ol; 4-[5- 
bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-isoxazoI-3-oI; 4-[4-fluoro-2-(4-iodo-2- 
methyl-phenylamino)-5-nitro-phenyl]-isoxazol-3-ol; 4-[4-fiuoro-2-(4-iodo-2-methyl-phenylamino)- 
phenyi]-1-methyl-1H-pyrazoI-3-ol; 4»[3,4-difiuoro-2-(4-iodo-2-methyl-phenylamino)-phenyI]-1- 
methyl-1H-pyrazol-3-ol; 1-methyl-4-[3 1 4,5-trifiuoro-2-(4-iodo-2-methy!-phenylamino)-phenyl^ 
pyrazol-3-ol; 4-[5-bromo-3,4-difluoro-2-(4-iodo-2-methy !-pheny!amino)-phenyl]-1 -methyl- 1 H- 
pyrazol-3-ol; and 4-[4-fluoro-2-(4-iodo-2-methyi-phenylamino)-5-nitro-phenyl]-1 -methyl-1 H- 
pyrazol-3-ol. 

30. (original) A method of claim 1 , wherein said MEK inhibitor has a structure selected from: 
5-[2-(2-amino-4-iodo-phenylamino)-4-fluoro-phenyl]-1 -methyl-1 H-[1, 2, 3]triazol-4-ol; 5-[2-(2-amino- 
4-iodo-phenylamino)-3,4-difIuoro-phenyl]-1 -methyl-1 H-[1,2,3]triazol-4-ol; 5-[2-(2-amino-4-iodo- 
phenylamino)-3,4,5-trifluoro-phenyl]-1 -methyl-1 H-[1 ,2, 3]triazol-4-ol; 5-[2-(2-amino-4-iodo- 
phenylamino)-5-bromo-3,4-difluoro-phenyl]-1 -methyl-1 H-[1 ,2,3]triazol-4-ol; 5-[2-(2-amino-4-iodo- 
phenylamino)-4-fluoro-5-nitro-phenyl]-1 -methyl-1 H-[1 ,2,3]triazol-4-ol; 5-[4-fluoro-2-(4-iodo-2- 
methyl-phenylaminoJ-phenylJ-S-methyl-SH-fl^.SltriazoW-ol; 5-[3,4-difluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-3-methyl-3H-[1,2,3]triazol-4-ol; 3-methyl-5-[3,4,5-trifluoro-2-(4-iodo-2- 
methyl-phenylamino)-phenyl]-3H-[1,2,3]triazol-4-ol; 5-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-3-methyl-3H-[1,2,3]triazol-4-ol; 5-[4-fluoro-2-(4-iodo-2-methyl- 
phenylamino)-5-nitro-phenyl]-3-methyl-3H-[1,2,3]triazol-4-ol; 4-[4-fluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-2-methyl-2H-pyrazol-3-ol; 4-[3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)- 
phenyi]-2-methyl-2H-pyrazol-3-oI; 2-methyi-4-[3,4,5-trifIuoro-2-(4-iodo-2-methyl-phenylamino)- 
phenyl]-2H-pyrazol-3-ol; 4-[5-bromo-3,4-difIuoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-2- 
methy!-2H-pyrazo!-3-ol; 4-[4-fluoro-2-(4-iodo-2-methy!-pheny!amino)-5-nitro-phenyl]-2-methyl-2H- 
pyrazoi~3~oi; 1-[4-fluoro-2-(4~iodo~2~mctftyi-phen^ 
one; 1-[3,4-difiuoro-2-(4-iodo-2-ffiethyi-phenyiam 

1-nnethy!-4-[3,4,5-triflLioro-2-(4-iodo-2-methy!-pheny!arnino)-pheny!]-1 ,4-dihydro-tetrazo!-5-one; 1- 
[5-bromo-3,4-difIuoro-2-(4-iodo-2-methyl-phenylamino)-phenyi]-4-methyl-1 t 4-dihydro-tetrazol-5- 
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one; 1-[4-fluoro-2-(4-iodo-2-m^ 

one; 1-[4-fIuoro-2-(4-iodo-2-methyl~phenylamino)-ph 1-[3,4-difIuoro-2- 

(4"!odo-2-methyl-phenyIamirxO)-phenyI]-1H-[1 t 2 1 3]triazol-4~oI; l-[3 f 4 t 5-trifluoro-2-(4-iodo-2-methyI- 
pheny;am:no)-pheny;j-1H-^ t 2 t 3]ir:a2c;-4-c:; x -;5-brc^o-3,4--d;f;Ucro-2~(4-:cdc--2-methy:- 
phenyIamino)-phenyi]~iH--[1 t 2,3]ir!B/o!-4-oi 1 and 1-{44!Uoro-2-(4-icdo-2-methyI-phenyiamino)-5- 
nitro-phenyi]-1 H-[1 ,2 t 3]triazol-4-oi. 

31 . (original) The method of claim 1 , wherein said MEK inhibitor has a structure selected 
from: 3-[4-fluoro-2-(4-iodo-2-methyl-phenyIamino)-phenyl]-2H-isoxazo!-5-one; 3[3,4-difIuoro-2-(4- 
iodo-2-methyI-phenylamino)-phenyl]-2H~isoxazol-5-one; 3-[3,4,5-trifluoro-2-(4-iodo-2-methyl- 
pheny!amino)-phenyl]-2H-isoxazol-5-one; 3-[5-bromo-3,4-difluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-2H-isoxazol-5-one; 3-[4-fluoro-2-(4-iodo-2-methyI-phenylamino)-5-nitro- 
phenyl]-2H-isoxazoI-5-one; [5-fluoro-2-(2-oxo-2,3-dihydro-2I>4_-[1 l 2,3,5]oxathiadiazol-4-yl)- 
phenyl]-(4-iodo-2-methyl-phenyl)-amine; [2,3-difIuorO"6-(2-oxo-2,3-dihydro-2l>4_- 
[I^.S.SJoxathiadiazoW-yO-phenyll^-iodo^-methyl-phenyO-amine; (4-lodo-2-methyl-phenyl)- 
[2,3,4-trifluoro-6-(2-oxo-2 l 3-dihydro-2l>4 - -[1 t 2 l 3,5]oxathiadiazoM-yl)»phenyl]-amine; [4-bromo- 
2,3-difluoro-6-(2-oxo-2,3-dihydro-2l^ 

phenyl)-amine; [5-fluoro-4-nitro-2-(2-oxo-2,3-dihydro-2l>4_-[1 I 2,3,5]oxathiadiazol-4-yl)-phenyl]-(4- 
iodo-2-methyl-phenyl)-amine; 4-[4-fluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-4H-isoxazol-5- 
one; 4-[3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-4H-isoxazol-5-one; 4-[3,4,5-trifluoro- 
2-(4-iodo-2-methyl-phenylamino)-phenyl]-4H-isoxazol-5-one; 4-[5-bromo-3,4-difluoro-2-(4-iodo-2- 
methyl-phenylamino)-phenyl]-4H-isoxazol-5-one; and 4-[4-fluoro-2-(4-iodo-2-methyl- 
phenylamino)-5-nitro-phenyl]-4H-isoxazol-5-one. 

32. (original) The method of claim 1, wherein said MEK inhibitor has a structure selected 
from: 2,4-bis-(2-chloro-4-iodo-phenylamino)-3fluoro5-nitro-benzoic acid; 5-[3,4difluoro-2-(4-iodo- 
2-methyl-phenylamino)-phenyl]-[1,3,4]oxadiazol-2-ylamine; 5-[4-fluoro-2-(4-iodo-2-methyl- 
phenylamino)-phenyl]-[1,3 ( 4]oxadiazol-2-ol; (2,3-difluoro-6-[1 l 3,4]oxadiazol-2-yl-phenyl)(-(4-iodo- 
2-methyl-phenyl)-amine; 5-[3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]- 

[1 ,3,4]oxadiazole-2-thiol; 5-[3,4difluoro-2-(4-iodo-2-methyl-phenylamino)-phenylHH- 

[1 ,2,4]triazoie-3-yiamine; and 5-[3,4-difiuoro-2-(4-iodo-2-methyl-phenylamino)-phenyl]-4H- 

[1,2 t 4]triazole-3-thiol. 

33. (canceled). 
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